teins, and mutations within this region dramatically relowed by immunoblotting demonstrated that endogenous HDAC1 interacts with Gam1 but not with a control duce enzymatic activity [11] [12] [13] . In agreement with this, we found that the first 53 amino acid residues of HDAC1 protein (E1B-19K) ( Figure 3G ) or with a control antibody (data not shown). Similar results were obtained using were sufficient for the interaction with Gam1 ( Figure 3B , GST-HDAC 1-53), whereas HDAC mutants 54-303 and U2OS cells. We could also detect HDAC1 coprecipitation with Gam1 upon transfecting cells with an HDAC1-303-482 showed no detectable interaction ( Figure 3B) . Thus, the HDAC1 domain sufficient for interaction with Flag construct and immunoprecipitating with a Flag antibody (data not shown). Gam1 encompasses HDAC1 amino acids 1-53, a region which is also important for dimerization and enzymatic Gam1 is required for CELO replication, with a Gam1-negative CELO (CELOdG) displaying 10 4 -to 10 6 -fold activity of HDAC1 [13] . Interestingly, this region is absent in class II deacetylases [14] . As expected, Gam1 did not lower replication capacity than wild-type CELO in vivo [1]. If Gam1 is functioning as an inhibitor of HDAC activity associate with class II deacetylases (data not shown).
To assess whether Gam1 can interact with endogeand this inhibition is essential for viral replication, then alternate methods of interfering with HDAC activity might nous HDAC1, we expressed myc-tagged Gam1 in HeLa cells. Immunoprecipitation with anti-HDAC1 serum folreplace the need for Gam1. Thus, we tested the ability of 
